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(57) Abstract: o-Anisamide derivatives which serve as peroxisome proliferator-activated receptor (PPAR) agonists, in particular 
^ human PPAR agonists, and are efficacious in preventing and/or treating metabolic diseases in which they participate (hyperlipemia, 
O diabetes, etc.), acid addition salts thereof and a process for producing the same. Namely, o-anisamide derivatives represented by gen- 
^ eral formula (1), pharmaceutical^ acceptable salts thereof and hydrates of the same, wherein R represents carboxy, carboxymethyl, 



CH 2 CHXCOY (wherein X represents mercapto or S(0) n Me wherein n is 0, I or 2; and Y represents amino or hydroxy). 
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(57) Sft: 

«rtfte#"Cfts^^***>^-AJt**fiitt<bas* (ppar) K 
c ppar #1611 i: bTcft&cDW-^-rsfcflBJfiL^ttStft^© 

-tta ( 1 ) 



0 




(1) 



[5£^ Rli*;!/**^^ *J^=Sr^>^f^ CH 2 CHXCOY(C 
3 fXli^l/* 7* hgX& S(0)nMe (n=0,l Xl± 2)£> Yli7 y g 

1" So 
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&J% jfcffl S 

o-T-^T S KB Hit 

it (ppar) tttfc h ppARf^tti^^ tTcn^^n-^-r^^iiifii^^ 
KBHitfc^ofd-Jnffiav^n&oRats^MtfKiiiii&oib^fti 

^**$/\/-Ait**«ttfc*«f* (PPAR) (iX^n^ K£« 
it. J 4 KSgit^tfW ^nW K£&it$PfcE)«IK#rt£git 

(id )1, r M)#t h £li D&M^©i&tJfiT-|^££ftT^£( /'roc. 
tfa£7. ,4carf. Sc/.,1992, 89> 4653) 0 Z © ft PPARa ttfltflfiK©g 
^©^Itfili^WfllK^ Ui5 . ftliJfFlKKfc^-C^aSatf 
Btt>g>il (Endocrinology, 1995, 137, 354) > H£ M © ft Ht *ffl 

& # y * t> W"? ] ) # $ y * & ^ — ■*? ) so^u^^o — 

IiW©^^{-^^1"2)^^ 'J (AK All, CI II) itfc^© 

*3S*jE^>HiI*Jffl V^So £fc PPARy tefllJlfi«I]flS£ffi$B3BLT 
^TB&SJj«IIBS©#ib£|354 UT^3 (J. £j>iff\ ites., 1996, _37, 
907) I? PPAR ©£7M V 7 t - A li^£©HS2!^#Ii8£ £ ^T^P 
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miZs ppARa^y v97t? h ^ Tsitrnm^w^M^^mmMm 

(«/. 2?i'oi. CAen?., 1998, 273, 29577) , PPARa©r£tefb 

ifi PPARrT*&tK PPARy ©ft^?S£'fb£*i:*;£-t»-£ c tifiPlW b 
"C*Sb {Endocrinology., 1996, 137,4189, Ceii. , 1995,83.803 S 
813) PPARr ©rStt-fbhJfil«li£T^ffl ^011^^^ < ^SiiTl^ 

o 

ppar t ^vn^m=?(omn&ZA*& tth ppar £ 

PPARa©U #> Ki: b T PPARa (cftf S Mm®. £ M T 6 ft£r$J t 

(8-HETE) Stf 8-fc FD*i/i>f3lf^>^i>i (8-HEPE) 
g^ntl^ (Proc. Natl. Acad. Sci., mi, 94, 312) 0 

W0-97/25042 W0-97/36579 ^tf«g$tltU5^ Mil* 

tigflBB 60-5ll89#, ft BIBS 61-267580 -tSVftS¥ 1-131169 -53? 
-i©f7v'j >-2,4-s; fcftT^ S. bfr U fRj 
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% W <D m m 
BP*>#^0J!iis ( 1 ) 




(1) 



Rli*;i/**:>^ CH 2 CHXC0Y (C C 

T* Xfct ^ 7* b^Xti S(0)nMe (n=0,l Xli 2)S, YliT ^ J g 

*^BJ{c^(t 3-|&5£ (1) 0 R ifi CH 2 CHXC0Y T? & -5 it 
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(1-b) 
R2=O00H. CH,COOH 





(i-f) (x « =sH s( ?>=r^ 



S(0)i 
(n=1.2) 
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-1BL5& d-a) "enztizfc&toi*. iHi^ifcii-cf 

&£ft^*;i/#**>;i/££*©$3u XfcfcSjfatt ©«§#<*{;:&& b 

*I^#J©#£T&?>'&S©#£TX& ^#STt-It: (iMn^J© 

ii v Z n *s )v * ;i/ v <i X H ^ i-[3-( v ^ ;i/ 7" ^ y ) 7" □ £ 
;i/ ]-3-x ;i/ * ;u # v 4 X Y Mffci&s i/7 J 'J>i^xf;K^7j 

7 ^ >*f<D%ffii&m&&tf ztiZo mum tvr&, N-t k d^^> 

^ > y h "J7 7-^H-t h* n * */ 7. >? i/ > -i X Y 3,4-$/ h K n 

-20°C~100°C\ iff $ U < & 0 °C~^^T-^5S-r 5 d il^tno 
-Jtt^(l-b)T?^?iiSft^«5ttx5i»©Kft"siJ*ffl^fc»'fb«> 

;i/S;i/£©«£tt^ Mm©8Hb#J#J;ii£iHb* d a, iiv>^>^ 
* 'J ^A^biI^iHb$?£ffl^TT-£5#,<> o AS*{£ffl© Jones 
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ttic zzwtitifift s bv^ ft^T-^* 5 *? s bv> 0 

50°C~^^3iMMjg> RJfcfc&iibTtt* T;ur3-;u-7K^ 

lz «fc D USSt 6 - 2: § § 0 

£ftMb£^ii^ji«(i-a)T*gt£*i£{b£^©^R 1 #- v 

#STtC^E~329kPa T'StcT * J #( l-c) i: b tz'& * 4 fr^-i > 
T U I/ 4 ^ a XMeerwein Arylation)SJ& £ M£ NaSMe 

ffl£-t*5 C ct ») SB! Jit* - t&X § SoBP^^ -f > T 

U l^f i>3 XMeerwein Arylation)£jfol£> MyzLX^^tiizT 5. 

SCfcCtOfr^Cfc^^tSo M£ * 3-)\/3-*ib&s NaSMe 

<K flnfft~jl^t £ £ i:ia DfUStSC i:#T-#So XiXrib 
ffc-t-£-S(l-e)tt, 7.K l£ 4b 'J f zk&ft* h 'J TklHb* U 

5ft&^0&©#£T> mu~i)u% t mm(Dj& 
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#Tf# So X-$5£(l-d)©*X 2 ifi7-b?)H-*&<DmGT * J ft 
(1-c) * -f > 7 U 1/ <( i/ 3 XMeerwein Arylation)£jfo £ 

t?& 5»£;Rtf(i-g)-e^£ ftsft^tts-eti-enffl^ -r 

ilRfttfi: UT&s ift3&ft**2j^ I$J|§i x iiP^s m- 
* D Pii$Jt#»(iCPBA)^*«*tf SJStt, *f*6i8J&> flJx. 

ctOHl-rSC^T^SoX, *;u*>tf:(n=2)fci\ » f!l © & & ft 

jRf&ffl^il&fts;: fcttistf^;i/7>f -;i/fr(n=i)*^fc^, 
TK^ftU^^As zkRft* h U £ A x zkRft* U £ A*?©Jfi£Xtt 

«-lft^(i-f) ©*x 3 #p<;i/£7-h^©t§£{is ig^-rs-AS^; 
(l-d)©*X 2 #T^;i/^fc5ft£tf£7kiHb U t^»7 As zkKft 
tMJ9A, zkgHb* U >7 A N 7>t-7f®MXIiM, B&R 

It^;i/7>f -;u«:(l-f > n=l)tCE?>ti5 £ttilt£#tts^gtfts 
^JX-li'T-'-b'^CDavis)^^ ( J.Am.Cheia.Soc., 1992, 114, 1428) , 
If 1/ >^&©£ o teJt¥m&ftVJS> VZm^tz$.ftM9l$}tem4b 
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&k *^h^ & nte0>j £ £ o t -r #s c n & (Dm \z x o r * 

(Hffi0J 1 ) 




5-*;u ^ ;i/-2-^ h^r^Slfi l.OOg, 50ml CDS 

Sil:> h U ^ > l.OOmK ^ D D^^if ji/ 0.60ml £:#n 

$ > 1.17g ©HMb* > 10ml ?g^^^nx.sM(3^^T* 3 BtP^MJf 

;K ^^r+f-> : ff|ifA/= 1:1) T'Mm'&, ^ifiH-fih 
#Kxf-;i/-^*tf >®?I£Sg&-t*ff£ii Llfi^Blt It 1.46g 

116-117*0 
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itm^m (%) c 17 h 14 f 3 no 3 

ff-HLtf (%) C, 60.54; H, 4.18; N, 4.15 
HifJfli (%) C, 60.80; H, 4.09; N, 4.28 

il/)^>X7^ F 500mg \Z T -fc h > 20mk V b - > X ( Jones )t£ ^ 
0.5ml ^iJPXs 2 5 ^^M^. Ml3^3->X(Jones)i£3l 0.2ml £ 
iDx3 5^P^^^Ufeo £Jfcfft£* 100ml £ flD X. ffift ^ * 1/ > ('i> 
i07t h >flQ;lfc) 100mlx2 fflffl bfco ^HJl £ 50ml 

^^7-^ = 100: k *;-)\,m&) tmrnm, ^*v> 

-T-fe h >T-M*SflUitotJ£6£^fli: It 270mgf#£ o 

235. 5-236. 5°C N ft«##flil m/z 353 (M + ) 
Tcm^^ffit (%) C I7 H M F 3 N0 4 
IHUtt (%) C, 57.79; H, 3.99; N, 3.96 
£gffll£ (%) C, 57.99; H, 3.95; N, 4.01 

(H5fc0»J2) 



0 




££00 5-^77 p<^;i/-2-^ h **>£J&SII 2.55g tc>^^;i/* 
^A7; h* 50mK 4- h U 7 d p< ;i/ ^ > ^ ;i/ T ^ > 2.57g, 
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7/"J>l^xf^/ 2.66g, h'Jxf;i/7^> 2.00ml £Sa&2K}fcT 
2 0^^ Sfi6l$IHIi*#l,fco Mxf^t 

^x-T^iz-eSgSffcu iWbifeieii: IT 4.44g <D 5-i/T J * 

ttjft 124~125°C 

TcMt^flfiii (%) C 18 H 15 F 3 N 2 0 2 

fHHi (%) C, 62.07; H, 4.34; N, 8.04 

mmm (%) c, 62.03; h, 4.27; n, 7.99 

5->>7/^f ;i/-2-^ b * ^>-N-(4- h 'J 7;i/^O^jK>^jl/) 
^>X7; K 484mg £ x # y lOmk 30%M$fti7kf|l7k 0.6mK0.1 
mol/1 TkiHb^ h'J^A 5ml feJnit, 5 OVX 1 Rlflltttttfc. 
30%jflKfljZKfS&* 0.6mK 0.1 mol/1 TkiHb^ h U * A 5ml ZmfL 5 
0°CT- 3 O^P^lt^Ufco fiJ6«*2k££^ St^x^l/T'ttitiJ, 

^77^-(->iJ 1/ >: ^ ^ y-;i/ = 100: 1 -50: 1) 

MJ7;i/tn^f;K>i^;i/)^>X7^ h' 3l8mg £ m fc 0 
IKj& 192~193°C 
TcfB^ffffll (%) C 18 H 17 F 3 N 2 0 3 
If^ifi (%) C, 59.02; H, 4.68; N, 7.65 
(%) C, 58.87; H, 4.56; N, 7.63 

5-£ )]/* h **>-N-(4- h y 7;i/^-o y ^;i/^> 

y;i/H>X7^ K 700mg Ci^ 21mK 1 mol/1 Tk^-fb^ h U 
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tf Azkfcft 7ml SHO^. 1 8 BtfffljQfSfcjlSfcbfco KJfo$&7kl;:&^ 
S^lxfJK-M, StC*ji£ 2 mol/1 MT? pH 1-2 KSSg! bfc 
SSifJK'ffllUbfeo *JIJI*** JE&ft&U 

^ ^ ^ ^ 3i ^- ;i/ - ;b T- 5i ® > *gil£«mbfco f#f>ftfc*£li£: 
Jgfb^U>T?#*SilU M&^Hh It glft^l 435mg fcftfco 

167~168°C 
7niH##fffi (%) C 18 H 16 F 3 N0 4 
tf-gfg (%) C, 58.86; H, 4.39; N, 3.81 
H$Jfit (%) C, 58.72; H, 4.34; N, 3.86 

(HSS0IJ 3 ) 

5-[2-#;i/;\*^ >f ;i/-2-(^ f;i/f*)x^;i/]-2-^ h^f>-N-(4-h y 




2-p< h * ->-5-- h D$ ( |ii 17. 2g ©Jfifb-* V > 35ml 
C * * If' J ;i/ * o 'J K 35ml & V V * 3- * ;u A T $ K 1 iffi £ Sn 7L , 

7 ^ F 150mK h y if^7 ^ > 15mK 4- h ij7JV^D^f;K> 

S > 16. 9g £flD;U ^i&T- 2 BSfSJfJ* Ltz 0 
g N »»xf-;i/T?«ittiUfc 150mlx3o W#IJg£zks 
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Rbfc. &m&&&t LX 2-t h *>>-5-~ h D-N-(4-h 'J7^t 
D p< fJK>^'^H>X7 K 26. 6g %mtzo 
m& 108-109°C 

Ttmftmm (%) c 16 h 13 f 3 n 2 o 4 

fHHB (%) C, 54.24; H, 3.70; N, 7.91 

nmm (%) c, 54.27; h, 3.73; n, 7.98 

jK>y;i/H>X7; K 26. 6g izmm^f-fr 270mK 103^7 V t> 
2.6g *mz.tz'&, TklttfXM&bs 7km#7#fflmT^iSK 

5-T h **>-N-(4- h 'J 7;^D^f;K>^;i/H>X7 

^ K 24. 5g £f# tzo 

115~117°C 
Ttmftmm (%) C 16 H 15 F 3 N 2 0 2 
ff-Uffi (%) C, 59.26; H, 4.66; N, 8.64 
(%) C, 58.96; H, 4.57; N, 8.68 
5-T ^ y -2-^ h * i>-N-(4- h U 7 D ^ ^ > ^ ;u )^ > X 
7 5. h* 2.26g ©T-fe h > 27ml St>V * 7 1 lml \Z zKi£T> 
47J5JUb2k5RR}gfc 5.6mK ffiffiK* h- U £ A 540mg, ?J< 2ml £flD;L 

i o frmmw Ltzo fcfomizT 7 u ^7 ^ k 3.oog ^aox. 3 0 °c£ 

•C'^Pfltfc^x KftiS-ffl 135mg Lt-otiUZ., ^tC3 0°CT*2 
B#IBIiO»tt#Ufc. »«**EB*L, B££ 25%7>*-77K£ 
JPAIfKxf-;i/TJllim Ufco *s«JBS>J^ ft ft 86 Us 

> : |^^x^;i/= 1 : 1 XfaWni ] G'&, & $h * fa%L L tz o M 
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(4- h U 7J^d^;k>^jH^>X7^ K 1.55g £f#fco 

Hk^( 192~193°C 

7C*^#ftf (%) C 19 H 18 BrF 3 N 2 0 3 

ff-JMS (%) C, 49.69; H, 3.95; N, 6.10 

£«M6 (%) C, 49.65; H, 3.82; N, 6.11 

tn^jK>y;i/)^>X7; K l.OOg J — ;i/ 60mK NaSMe 

^;i/=l:6) T'M^b, &&*£r B h LT gfttJ 865mg £fffco 
Mj^ 152.5~153.5°C 
7nH##r1iI (%) C 2 oH 21 F 3 N20 3 S 
ttWii (%) C, 56.33; H, 4.96; N, 6.57 
(%) C, 56.42; H, 4.97; N, 6.55 

5-[2-* ^ -f ;i/-2-M w -ji/)if;b]-2-^ h 

N-(4- h U 7;i/tfn p< fJH>yjl/h>X7 ^ K 



0 0 




5-[2-^3 ;U/^^r Jh2-(^f^f^)xf;H-2^ h **>-N-(4- h 
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mCPBA 368mg £ * tf? T /L 3 Effgifl* t 0 £Jft?# ^rtS^nfi 

;w ^{b^^b> : ^^y-;i/ = 50:i~20:i) m&&m 

t It gfttl 486mg £f#fco 

170~171°C 
5nm^lff^ (%) C 20 H 21 F 3 N 2 0 4 S 
Mtnm (%) C, 54.29; H, 4.78; N, 6.33 

mmm (%) c, 54.11; h, 4.72; n, 6.40 
(mmm 5 ) 

5-[2-#;i/A^E J ;i/-2-(^^;i/^;i/*~;u)ji^;i/]-2-^ h ^^>-N-(4- 




5-[2-£ ;u-2-(^ f;M^7>f-;i/)xf;i/]-2^ h 

-N-(4- h U 7)]/*n* f;K>i/*;i/K>X7 ^ H 274mg£Jfi'fb* 
1/ > lOOmK mCPBA 155mg *m*. 3 B#fSlt# Ufco £j£tt£fiinSW 

ft?>nf;S^*7A^D7K77^ - (^u*y;K mitt? 

\s> : ^ ^ y -;u = 50:l~20:l) ffilKUs fcf£*§fii: It IWi 
20lmg £fffco 
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219~220°C 
jtmftmm (%) C 20 H 21 F 3 N 2 0 5 S 

tf-Jftt (%) C, 52.40; H, 4.62; N, 6.11 

mmm (%) c, 52.24; h, 4.52; n, 6.09 

5-(2-#;U^ W ;i/-2-^ 7" h^f-;i/)-2-^ h *$/-N-(4- H'J7 

0 p 




SH 



^■D^M>yjl/K>X7; K l.OOg C7;i/J >HB^T>f r 
7bFD77> 80mK U 7 A 368mg £finx. 6 BSRSgSfll 

Tkx-m&fc&v. mfrmwti- v y ^t^ibL ^^^^je©* 

^fe^Hh UT5-(2-7tf^ft-2-*;i/A ,: e^l/xf;i/)-2^ 
h ^r->-N-(4- h 'j 7iHo^f jK>yJl')^>X7 ^ h* 904mg£f# 

o 

159~161°C 
jc^^lfffii (%) C 21 H 21 F 3 N 2 0 4 S 
tHlffi (%) C, 55.50; H, 4.66; N, 6.16 

nmm (%) c, 55.32; h, 4.58; n, 6. is 

5-(2-T )\/ * )l J ;ux^;u)-2-^ h ^^>-N-(4- h 
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mmyy^-T** s-fr 30mi £anx. 3 RN&iiffittL 

^ihlt 195mg 0gft$j£f#7co 
M* 159-161°C 

ttrnfttifm (%) c 19 h 19 f 3 n 2 o 3 s 

H-JMS (%) C, 55.33; H, 4.64; N, 6.79 
mwm (%) C, 55.08; H, 4.63; N, 6.82 

3-[4-^ h 3^>-3-[N-(4- h U 7 )\/* U * ?■ ¥ )\/)]i3 fbK* 4 

)17 3L-)l]-2- 7U\Z*>m 




5-T ^ y -2-^ h *->-N-(4- h ij 7 O ^ f- > V > X 
7 I Y 17. 3g ©r-fe h > 170ml SIF^ * J —)]/ 85ml 

g]-ic N m^b&mmmm 43mu ffi«g«-*- mj $a 4.i5g 

17ml fcfln* 1 0#Fl§*i#Ufco SJS?1C7^ 'J ;UK * ;!/ 26ml * 
JO*. 3 0 o C£T-JJDf&U£flK KftSB-ffl 1.04g SdUb-roinix H 

iz 4o~5o°ct- immmmn Ltz a ^s«ESii> ast 25% 

bfeo &*i£*£fl2: Lt 2-7u*-Z-[4-* h *v-3-[N-(4-b U 7 
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x*^;i/ 10. 3g £f# tzo 

110-111°C 
^mfttfrm (%) C 20 H 19 F 3 N0 4 

th^ifi (%) C, 50.65; H, 4.04; N, 2.95 
mWim (%) C, 50.74; H, 3.86; N, 3.05 

2-7n^-3-[4-p< h*^-3-[N-(4-h 'J 7;^D^iH>y;i/)] 

#;i/M^e ^ -;u]7"d tr^- ^- ;i/ :n ^ ;i, 2. 00 glzMA 
*$J-)\, lOOmK NaSMe 380mg £ inx. 6 B# fln l& ii aft b tz o ®m 

g£U ff tifc£££ ^ A * h 7 ^ - 

^*+f> : S«:i^;i/ = 1:1) T-*IM U It 3-[4-^ h 

3r v-3-[N-(4- h U 7;i/t0^f jK>y;i/)]*;i/A€>f;i/7i- 

;i/]-2- 7Dtt>|^jl/x^ril/ 1.23g£f#fc 0 

ittjft 127~128°C 

7Efi£#tffft (%) C 21 H 22 F 3 N0 4 S 

fH?fl£ (%) C, 57.13; H, 5.02; N, 3.17 

mmm (%) c, 57.01 ; h, 4.91; n, 3.19 

<i )]/? oc^;i/]-2-(^ 7 U \Z )\/ 3^7* 7-)]/ 300mg 

IZ * * S -)l 7m\, Tk^b U ^ £ A 33mg ©Tfcigft 3ml £ in*. 1 H# 

a^tC7K^U0X> s;ifJH-ril/tiS»bfe, 2kE& 2 mol/1 Jfi 
tttf pHl~2 tdfilk i?xfjH-rJK'ltil Lfco *f$Jg£7.kift b 

fc*SII&^*tf>-7''fe h yitn&W* L.m&m&b: LX gfttJ239mg 
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MjA 170~171°C 

Ttlt^tfflil (%) C 2 oH 20 F 3 N0 4 S 

ff-gflt (%) C, 56.20; H, 4.72; N, 3.28 

mwm (%) C, 56.14; H, 4.56; N, 3.20 



3-[4-^ h *^-3-[N-(4- h ij 7;^d^;k>^/1/)]A/1//H^ 



0 0 




3-[4-p< h ^rS/-3-[N-(4- h »J 7 D t ^ > S/ )l )]t> )V A'^B 
^ )i? xzi;u]-2-(^ ^;i/^;t)7D >^ l.OOg iCT-tr b > 20mK 
^>^il/7D =• K 600mg £t>*j^i?# 'J "7 A 490mg tlftx. 1 B$fM?& 

;K ^^•9->:^x^-;i/x-7 i ;i/=5 : 1) T? Ill » b x ^ * It > - 
yif iH-rjbf^ a B B fttfci. Mfe^H Jilt 3-[4- 

* h =3r^-3-[N-(4- h >J 7 D ^ ^;i/^> V ;i/)]#;i//s*>r ;i/7 x 
-;i/]-2- ( ^ ) 7D >^/bxXr/l/ I.13g £f£ 

fee 

BL£ 77~79°C 

7G5R#$Jrfifi (%) C 27 H 26 F 3 N0 4 S 



WO 01/21578 



PCT/JPOO/05950 



20 

(%) C, 62.66; H, 5.06; N, 2.71 

mmm (%) c, 62.72; h, 5.06; n, 2.76 

3-[4-^ h ^ri/-3-[N-(4- h U 7 D * ? JU^ > V )V ) ] ts )l ^ ^ 

4 )i7 jLZL)v]-2-(^^)i^t)y'u ^^->^^>^;i/^i^7 1 ;n.00g 

(DM4t* 3- U > 20ml mWllZfctfiT, mCPBA 429mg Ztoz. 3 0 frmm 

^D7K77^-(i/'J litnisi&ik* 9- U >: ^ * y -;i/= 100:1) 
U *ft€i?4t» hit 3-[4-n^i/-3-[N-(4-h'j7;i/t 

D ^t>i^>^;i/x7r;P© V* ^-M-^tl 915mg 

(* 5 A : Inertsil 0DS-2, £ 5 Ai&jg : 25°C, j£Sl*g : 7 -fe h - 
h 'J /P : f I? 'J >H(1-M000)=1:1, 7.5ml/min N «d£«g : 240nm) 

^7A^D?K77>f-(i/'JA^;Kl{^fi/>:^;- 
;i/ = l00:l) -eflfSu *8fi$mtJ h LT^*lt£te0^> s;;n^ 

383mg StffiSltft©^ > 514mg £f#fco 

i^MtS ^ > V ^ : 400MHz 1 H-NMR(CDCl 3 )tf :2.55(1 

H,s,SOMe), 3.32(2H,d,J=8Hz,CE 2 CHS),3.79(lH,t,J=8Hz,CH 2 CHS),3.93 
(3H,s,OMe), 4.73(2H,d,J=6Hz,CH 2 N),5.15(lH,d,J = 12Hz,OCH 2 Ar),5.2 
2(lH,d,J = 12Hz,OCH 2 Ar),6.87(lH,d,J=8.4Hz,ArH),7.26 - 7.34(6H,m,Ar 
H),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH),8.12(lH,d,J=2.4Hz,Ar 
H), 8.27(lH,t,J=6Hz,CONH) 

mftMmW&frffi C 27 H 27 F 3 N0 5 S(M+l):ff-|Hii : 534. 1562, 534. 
1592 
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&M&fo<D^> ^;Ux*^;i/tt:400MHz 1 H-NMR(CDCl 3 )(5' :2.60(lH,s, 

SOMe) ) 3.26(lH,dd,J=10.4,14Hz,CH z CHS),3.35(2H,dd,J=4.4,14Hz,CK 2 C 

HS),3.79(lH,dd,J=4.4,10.4Hz,CH 2 CHS),3.93(3H,s,OMe),4.74(2H,d,J=6 

Hz,CH 2 N),5.13(2H,s,OCH 2 Ar),6.86(lH,d,J=B.8Hz,ArH),7.22-7.32(6H, 

m,ArH),7.47(2H,d,J=8Hz,ArH),7.60(2H,d,J=8Hz,ArH) > 8.11(lH,d,J=3.2 

Hz,ArH),8.26(lH,t,J=6Hz,CONH) 

nfrffimWS.frffi C 27 H 27 F3N0 5 S(M+1 ) : tf-^^fi : 534. 1562. «u^fia : 534. 
1562 

y v jv^^j x-;i/]-2- ( 7- ;i/ * ;i/ 7 4 = ;i/ ) rot 

^->^^>S/*;i/3i^^;i/ (i^Ji£#©^> i/frz-Ts T^Uffc) 370mg 
C7jl/3>^7^fflMTs x^y-;i/ 20ml 7.5%^ 7 *>* •? A & 
fH(aft»ffll4)100mg £;!JD;L, 2k*#X b fcgL g^7kfjl:#7 

#h^t 2 mmmw Ltz 0 ^iz 7.5%/^ vtf ^mmimmmm 

j$)100mg Zlmz. 2 mm, 7.535^7 Vf? A^^(^Mifffl14)100mg * 
flax, l ftW-eii**!** *'7lHiTl^ U£Jfo£5S*££-efco tt 

mzmmLTV&z^ fomzmmmmLtzo mztitzmz** ? a? 

*-fc**-l/> : ^y-;!/ : #8 = 50:1:1) "CfcSKbfc^ ^xf 
,bx-^;i/-T-t? b >-ef?*SHi U hit 3-[4-^ h * 

-3-[N-(4- h U 7/l/tD^f;^>i;ji/)]jj;i/;u>f;i/7 i-;i/]-2- 
^f;M^7^-;i/7Dt:^>| (ffiffitti*:) 176mg £f#7co 
IKj& 135~137°C 

n&mfot o?^77-f -fcfe^tM : 99%de («|jg&f* ; * 5 A 
Inertsil ODS-3, 0 4. 6x250mm N 8fl£&g 240nnu ^EM 1 .Oml/min,^ 
ifr*g 7-fe h - h «; ;i/ : »J >87jc(l->1000)=45:55, * ^ Aigjg 
30°C) 
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itmftttm (%) c 2 oH 20 f 3 no5s 

ti-jftt (%) C, 54.17; H, 4.55; N, 3.16 
flfcJtt (%) C, 53.94; H, 4.51; N, 3.13 

400MHz 1 H-NMR(d 6 - DMS0)tf : 2. 66( 1H, s, SOMe ), 3. 05( lH,dd, J=5 . 5, 1 
4Hz,CH2CHS),10(lH,dd,J=10,14Hz,CH2CHS), 3.85-3.93(4H,m,CH 2 CH 
S,OMe), 4.57(2H, d,J=6Hz, CH 2 N),7. 10(lH,d, J=8.5Hz,ArH),7.37 
(lH,dd,J=2.4,8.5Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4 
Hz,ArH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.10(lH, 
br s,COOH) 

LTfrmbTmt>tltz3-[4-* h ^y-3-[N-(4-h U 

d * f-;i/^>^;i/)]*;i/n*-E 4 )iy x^^]-2- (^f;^;i/7^- 
;u) yu \z*yw.^> it )i z 9- )V ({&M&fecD^> i/ji^z =r )\/ 

fa) 480mg *mn>miZ%%^> Vfritt Z Z tlZX*) &£fc$±H tvx 
3-[4-^ h **>-3-[N-(4- h 'j7/^D^;H>^jl/)]3ij;i//tf^ 

270rag ^fffeo 

127~128°C 

nftMmnmfttir c 20 h 21 f 3 no 5 s(m+i ) rtt^fii 1444.1093, m% 
m-.444.mo 

400MHz 1 H-NMR(d 6 - DMS0)d : 2.68( 1H, s, SOMe), 3.02( lH,dd, J=10, 13 . 
8Hz,CH 2 CHS),(lH, dd, J=4, 13.8Hz,CH 2 CHS),3.86-3.91(4H,m,CH 2 CHS, 
OMe), 4.57(2H, d, J=6Hz,CH 2 N), 7. ll(lH,d, J=8. 8Hz, ArH), 7. 38( 1H, 
dd J J=2.4,8.8Hz,ArH),7.54(2H,d,J=8Hz,ArH),7.66(lH,d,J=2.4Hz,A 
rH),7.70(2H,d,J=8Hz,ArH),8.82(lH,t,J=6Hz,C0NH),13.22(lH,br 
s,C00H) 

nmmfe? 07^77^ -mmum. : 98%de (mmmi* ; t> 5 a 

Inertsil ODS-3, 0 4. 6x250mnu Sfl^&g 240nnu 1 .Oml/min,^ 
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mm 7* h- h 'Jfl/:#R'J >&2k(l-M000)=45:55 N *7Aigg 
30°C) 

(SIM* 9 ) 

3-[4-* h ^ri/-3-[N-(4- h 'j7;^D^f ;K>^;i/)]A;W^^ 




3-[4-^ h *$/-3-[N-(4- h ij7Jl/*D^M>S?^)]A;i/;tt 
>fjV7xr;i/]-2-(^f-;i/^^)7'DKt>i^^;i/x7r;b 1.50g 
©JHb*^U> 30ml iSfctefctfT* mCPBA 800mg & 1)U x. , 30 #IH«t 

^D?^77^-(>'J* 'OK Eft* ^ V y : ^ * J -)]/ = 100 : 
1 -50 : 1 ) tfJ»3K, 8*&^H£ It 3-[4-* h **>-3-[N-(4- h U 

7ji/^D^jKv^;i/)]ijji//^^i/7i-;i/]-2-(^;M;i' 

7 4 z;b)7D ?)V3iZ7-))/1.22g&n feoff fcftfc 3-[4- 

-;H-2-(^ ^;u^;i/7 4 ru yW.* ^k^t.j-k i.02g 

(Di&it* f- U > 20ml Tx mCPBA 550mg £fl0 7L x ^^T* 7 

^*^>-&^b1x^;1/T-??*SIIk Ife^alhbt 3-[4-^ h ^ri/-3- 

[N-(4- h >J7;^D^ ^-;i/^> ^A'f j ;U7 i-jb]-2-( ^ 

^ )]/ 7 ;U * - )V ) 7 D t * > ^ p< f - )\y x 7 t- ;i/ 750mg £ f# 0 
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11 £ H4-145°C 

7cfSI##fiiI (%) C 21 H 22 F 3 N0 6 S 

StJHml (%) C, 53.27; H, 4.68; N, 2.96 

$81 ft (%) C, 53.12; H, 4.48; N, 3.00 

3-[4-/ h * $/-3-[N-(4- h 'J 7 )\/*n v*;i/)]>b;W^ 

;u 300mg * y -JV 6ml L, 1 mol/1 fr&ibi- h U •> A * 

0.7ml £#P;L , 50°CT- 1 l$M;&0*ft»# Ufco KJ&fc g , 
j?if^i-r;i/ti^l/fc, *jf £ 2 mol/1 pH 1 ~ 

i:bt 2l8mg © g ft * » „ 
Rkjft 158-159°C 

Ttmnrnm (%) c 20 h 20 f 3 no 6 s 

fHI«[ (%) C, 52.29; H, 4.39; N, 3.05 
H$HiI (%) C, 52. II; H, 4.20; N, 3.05 

(kkot i ) 

10%cd ^S^i^Jfll^ Ham's F-12 Jg Jfe £ T ig * Lfc CHO *MiC N PS 
OfefSf GAL4 0 DNA IS t h M PPARa&tfr © 'J #> K 

^^^Jlc (Biochemistry, 1993,32,5598) t * > 9 M £ % 

ItS^^^r? * ^ K , GAL4 lZ£*) tl 2> * * )l )V is.7 x 

■^--tfl/^-^-r^^^ MPromega tt )& 1*3 38*1 $ 2: It®-) 
* W * * ^ i/7x7-^777^ h* (Promega t)^'J^7i^ h 
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Z^>tCT3 h7>*7x^>3>Ufco ^ CD & ^ * 7 )V X ;i/ * * 
>> K(DMS0)(3&8? L£ (DMSO gi&SilE 0. 1%) ftftft^ftStf^Ii 
£ML£*J&JElfiL?it£ 10%^ t? Ham's F-12 ^ifeT-iSM It tg# 

(H) 



PPARa 



EC so ( jxmol/1) 



3 2. 1 

7 1.2 

(8 S) -HETE 1 . 3 



fltZo 

mm±mm rti^ 
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lit h PPAR^ij^i: Ut, PPAR ^H-^ 1" 3 ii *§ ifii ^ ^ ^ M 0 
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i . -*a ( i ) 



o 




d) 



[sS^ Rli*;i>7t?^^S> tD\s-#*is* CH 2 CHXC0Y ( z z 

T-X{i^;i/*7*hSX(i S(0)nMe (n=0,l Xii 2)£, Yli7 ^ 

^ © ^ %\ ± fF § $ ft 3 & & £ * © 7j< 10 m o 

2 . 4-p< h 3^>-3-[N-(4- h U 7;i/^" o * > V )]/ ) ] * * 

3 . 4-^< h * ^>-3-[N-(4- h U 7;^D^f 

4. 5-[2-*;i/Af^;i/-2-(^f;i/f t)xf jv]-2-^ r**>-N-(4- 

5. 5-[2-* ;i/^*^E >f ;i/-2-M f-;i/x;i/7 -y -;i/)x^;i/]-2-^ h 

*:>-N-(4-h U 7jl/^D^;K>yJl/)^>X7; KT'&£§IaI<JI 
1 fB«<ZMb£«Jo 

6. 5-[2-* w ;i/-2-M f;^;U-;i/)xf ji/]-2-^ h * 
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7. 5-[2-A;M€^;h2-(^;i/A7Mxf;i/]-2^ b*^-N-(4- 
MJ7;i/tn^iK>i;;i/)^>X7^ K f & £ If 3< Jf 1 BBictfMb 

8 . 3-[4-^ h *:$/-3-[N-(4- h U 7;^n/f jK>yjl/)]>fjji/ 

;U7 ^n;i/]-2- ( * ^ ;i/ # ) 7*n tr^- >^T- & £ if^JS l 

9 . 3-[4-p< h **>-3-[N-(4- h 7;i/^-D^^;i/^>^;i/)]*;u 
;^>f;i/7x-ji/H- ( * ;i/ a ;b 7 = ;u ) 7nir;t>^T-&& 
ft$Q! l ffi«©fc£» 0 

l 0 . 3-[4-j* h * v-3-[N-(4- h 'J 7 p ^ ^ > v ;i/ ) ] * 
§i£ii l IBHtfMb^tJo 
l l . ( l ) 



o 




(1) 



Rii*;i/^^^>Ss *^*'+>>^f jh, ch 2 chxcoy(cc 

T-Xli^;i/*7 h^Xli S(0)nMe (n=0,l 2)£, Y & 7 

xiiTK^^^a-r) £H-r] -en^ns 0-7-77 ^ Kg§3i#&tf 
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